p£ir|i H B£ ^ 3$ 



(51) I1E£1$1t5HS5 

C07D 401/06, 403/06, A61K 31/40, 
31/445 



(11) ll^SM*^ 



(43) HEg&BBH 



WO 94/26734 



1994^11 JJ 24 3(24.11.94) 



f 21) BSStb «#"<§• 

(22) B^ttlSB 



(30) 
^0^5/13 29 31 



1993^5^1 OBI 1 



. 05. 93) 



(71) Hi ISA (*B*^<-*- 

( KAKEN PHARMACEUT I CAL CO . . LTD . K J P/J P J 
«rll3 JttSiaiitwE^ftia-Te 2 8ffi8-^ Tokyo. (JP) 

(72) IE 93 « ;*-iCf 

(75) S£9J*/U3HA ( *BK^w-to* > 
^B»S(NAITO.T 3 kanob u >CJP/JP3 
,)<mC ( KOBAYASH I , Ha r uh i t o > C J P/J P 3 
/]>«-rS«(CXJURA. Hi rotiobu) C JP/JP) 
*#»#(NAGAI.Kiyoshi JCJP/JP3 
jSEBU^INISHIDA, Tokiko) CJP/JP] 
*T=J jElARlKA. Tadashi )CJP/JP3 
ffig ;J (YOKOO. MamoniKJP/jn 

( NAKAHASH I . SatokoKJ P/J P 1 

«8f«****tt fifeWWmn Kyoto. (JP) 
(74) ft® A. 

4fS± (BBgiSK*, *< ASAHINA. Sohta et al.) 
Osaka. (JP) 



[81) JS5eB 



HO*. Ru'. SD. SI. SK. TJ. TT. UA. US. UZ, VN. 

gtWBftlAT, BE. CH. DE. DK. ES. FR. GB. GR. IE. 
IT LU MC NL PT SEl.OAPISfrlBF.BJ.CF, 
I ' r- , ' r »' TN - MI MR NE.SN.TD.TG). 



(54) Title : AZOLYLAMINE DERIVATIVE 
(54) 5£W<D%fo t**»t t»*m* 



OHCH 3 /CCH 2 )niv x Rl 
CH2-C-CH-N >< 



(57) 



- & A Ci) 



V % 0HCH3 /( CH 2 ) R> 
CH 2 -C-CH-N >< (I) 

i r * 2 NcH 2 ) n /\R2 



KP «*R££«^Eft«B 

kr *«as 



* x 9 s *«a 



WO 94/26734 



PCT/JP94/00737 



( 1 ) 

BJ3 *EB « 

7 '/ ') ;b7 ; 

K US # i? 

* fg be t i „ A «fc » « © K 3 ^ <* ,c * v% L T W * T " 

jt "c 4 5 7 v 'J ^ 7 s y mm# ic gg 1- * <> 

f ISI 

©T'/ij ;Hi t'^'J v? y £ > f n y s? y * * s ^ tt * 

> i i ^ t; o ^ t IJ # H i@ 5 7 -1 4 0 7 6 8 *3 
iC/^Stlff G B 2 1 5 9 1 4 8 ^SlclEi^T 

*»tt»JI*tLT^itl4^ * fc T * > * 

|; o ^ T O ffl * ft ^ o 



% HJJ cd 88 
* 56 Bfl it - JH! 5£ ( I ) : 



WO 94/26734 



( 2 ) 



PCT7JP94/00737 



II J 

X "N^ OH CH 3 



CH 2 -C-CH-N 

I *2 \ 
Ar 



/(CH 2 )mv y Rl 



(CH 2 )n 



R2 



(I) 



( * > A r ii M I 
o T 7k M T > &i 



R 1 * ck R 2 tt * I5| - * * « « « 

i 7 ;[/ + ;1/ S , iHSStfcli^ 0 ^^ 

tlt^tltT U 7 )V T - * * . T * * - * * > 

tfcli77^+^S**U m tt 2 * fc 14 3 £ * L . n 
l± 1 2 tz 14 2 * * L . XliI*^?tt:!iCH^U 

it * l „ *2®****©»*fEll*< < R • R) T ' fe * 

© > * 1 . * 2 CQ*^^©*fe*fBEiI^(R. R )^ 

^^-^^ (i) Tr&znzit&mzKtezv&tt 1 ®^ 

* fc . * a "B f4 ta E - $ a ( i ) -e * * n * <fc £ tt * 
* * n . «iEft6**)a^fc*«<* s,0 »* Jtt * il! 



to ih - tt a (i) tz*»x. m&zntz? * ^ * » t 



PCT/JP94/00737 

WO 94/26734 

( 3 ) 

L x it " n v y m =? *s x xf h 'J 7 ;u * a y f- ;i/ & S 

X. I* 2 , 4 - -^7 il/ t d 7 z - ;K 2, 4 - * * n a 7 
a. n ;l/ . 4-7^*a7x^;U. 4-^no7*->U^ 

2 _? a n-4-7>'l'*a7^-^2*:te 4-70*7 
x ^ ;b k *< * & ti x fi«T^*^*tL"CBfci^- 

jK if-*, n-^a f;K ^ V ^ o f ;K n - 

- /f . ;u> ^ v 7 ^ . s e c - 7 * Jl . t e r t - 7 * 

10 ;Ux n - ^ > * ^ > 7 > f- ^ * * ^ > f- * . te 

r t _^>f-;K£^©R*»l~6©S*^ £ ft « * 

li Bltt 7 ;u * ^ £ *< * tf £ *t - *s fi & 7 U - ;u S i t t 

*< * If 6 *l . B t* 7 U - * S £ L T l± > t A tf 2 . 4 
15 - s> 7 * * a 7 * - * > 2 , 4-**nn7*-*. 4 

^ x - ;V . 4 - MJ 7;^n^^7*-iK 2 - * n 
n _ 4 _^;U^-a^i-;U. 4-7o*7x-;l'> 4 - 

20 * *< * & n . 7 ;u * i * s <h l x a . * £ * tf if - * , 

1 - 7- d ^ - ;u i /: li X f> J ^ t' * ? *> ^ ^ , 7 ;U + 

- ;[/ g i L t 1^ fcix.«xf z;^U'A^tf bti, 7 

7 ;l/ * ;U £ £ L T li . t: k Z. & * * V * > ^ 7 fjM f 

;l/ £ (* 4 — — h o O i' ^ * if ^ ^ " 



PCT/JP94/00737 

WO 94/26734 

( 4 ) 

nfnoitt^^:Hn'Ho - « a; c i ) » 

5 :tif,o*tfc> **ft*©fc»E«*< ( R . R > 
- » ^ (i) t?*3fts#3S | B®ft£«i«>ft*W£ L ' 

T ii s fc t H tf ( 2 R . 3 R ) - 2 - ( 2 . 4 - v 7 to 

>f ;U ) - 1 - ( 1 H - 1 , 2 , 4-H)T'/-*-l- 
4 * ) 7*>-2-*-*. ( 2 S , 3 S ) - 2- (2, 
4 _ j, 7 ,u * a 7 * ^ * ) - 3- ( 4 - ^ f- U > tT ^ 'J 
y y _ ! - * * ) - 1 - ( 1 H - 1 . 2 . 4 — h } ) T "/ 
15 _n,-i_-fiU)^^>-2-*-^. (2RS, 3R 
s ) - 2 - (2, 4-5?7-«/*o7i-^) - 3- (4 
- y * 1/ > t° * U i? > ~ 1 - * *> ) " 1 - C1H-1, 
2 f 4 _ h ,j 7 y - ;u - 1 - -f » ) * * > - 2 - * - * 
( 2 R . 3R) - 2- (2, 4 - 'J 7 to * ° ? - - * ) 
20 _ 3 _(4->^^>t:-<U^>-l-'<^)- 1 - 

( x H _ 4 5 ^ y* - * - 1 - ^ to ) 7 9 > ~ 2 - * - * 
( 2 S . 3 S ) - 2- (2, 4 - * 7 * * a 7 x - to ) 
-3 - ( 4 - y f- b > £ ^ 'J ? > - 1 - ^ ) - 1 ~ 
( j H _ 4 = ^ >/ - to - 1 - W to ) 7*>-2-*-^ 
25 (2RS.3RS)-2-(2.4-^7^*D7xi 
)V ) _ 3 _ C 4-^^^>t 0 ^U^>-l-^^) "I 
_ (1H _^j^y--/l,-l--f;lO 7^>-2-*~ 
iU . ( 2 R . 3R)-2-(4-^an7*->U)-3 



( 5 ) 

_ ^-^^b^t'^'J^^-l-^^) ~ 1 ~ ( 1 H 
_ lt 2 , 4 - h ij 7 7 - ^ - 1 - ^ ^ ) 7 * > - 2 - 
* - x ( 2 S , 3S)-2-(4-^oD7 i -;U) 
_ 3 _ ( 4 - y f 1/ > f ^ "J > - 1 - ^ ^ ) - 1 - 
( 1 H - 1 , 2. 4-hUT7*-^-l-^^)^^ > 
_ 2 - * - ;U , (2RS, 3RS)-2-(4-^no 

- 3- (4-y^U>t°^';-^>-l-^^) 
-1- ( 1 H - 1 , 2, 4-h'J7 , /-A-l-0) 
-?9y-2-*-A'> C 2 R , 3R>-2-(4-*a 
d 7 x - ^ ) - 3- (4-^^^^^-!-^ 
;U) -1- ( 1 H - W S ^ '/ - * " 1 " -< * ) ^ * > ~ 
2 - * - /U ^ ( 2 S , 3S)-2-(4-^aD7x^ 
;1/ ) - 3- (4-^^-U>t°^U^>-l-^^) -1 
_ ( 1H _^;^«/_;u-i--f;U) 7*>-2-;*- 
(2RS, 3RS) -2-'(4-*no:7x-;l/) 
_ 3 _ ( 4 - y f u > t° ^ U > - 1 - -< ^ ) - 1 - 

(2R, 3R) - 2- (4-hU7;P*a^^;l,7x- 

_3 - (4-yf-U>tT^U^>-l-'<^) _1 

- ( 1 H - 1 , 2 , 4- - 1 7* * 
> _ 2 - * - ( 2 S , 3S)-2-(4-b'J7^ 
^ay^^^x-^) - 3- ( 4 - y f" U > t° ^ U S> > 

- 1 - J )V ) - 1 - ( 1 H - 1 , 2 , 4 - h U T V* - ;U 
_!_>f;U)7^>-2-^-^. (2RS, 3RS) 

_ 2 - (4-h'j7;u^nyf-;u-7 i -;u) - 3- (4 

- y f U > f ^ 'J > - 1 " ^ ^ ) -1- ( 1 H - 1 . 
2> 4 _ h ij T »/ - A, - 1 - >f >U ) 7^>-2-*-^> 

( 2 R , 3R) - 2- (4-b'J7/U*nyf-;U7x- 



PCT/JP94/00737 

WO 94/26734 

( 6 ) 

,U) - 3- ( 4 - / f ^ > f ^ 'J ^ > - 1 " ^ ^ ) ~ 1 

_ (1H _^j^y-;u-i->r;b) y^>-2-^- 
;U. ( 2 S , 3S)-2-(4-bU-7;U*oyf-;U7 
x - ^ ) - 3- ^>k^'Jy>-l-^^) 

5 _ i - ( 1 H - 4 I ¥ V* - * - 1 - ^ ^ ) 7 * > - 2 - 

* - ;U „ ( 2 R S , 3RS) - 2- ( 4 - h U 7 * * n 

y * 7 x - ;W ) - 3- (4-^^U'>t°-<'J> ; >-l 
- jl ) - 1 - ? 9 

y _ 2 - * - * . (2R, 3 R ) - 2 - ( 2 , 4 - * * 

10 o a 7 x - a, ) - 3 - ( 4 - > f- u > f < u > - 1 - 

^;U)-1-(1H-1, 2. 

*>U)?'*>-2-*-^ ( 2 S . 3 S ) - 2 - ( 2 , 
4-s;^dp7*-^) - 3- 

>— 1— — 1 — ( 1 H — 1 , 2 . 4 - h U T V* - 

15 ^-l--<*)^^>-2-*-^. ( 2 R S . 3RS) 

_ 2 _ ( 2 4-s?^na7i — ^ ) - 3- (4-^^- 

i/ > t? ^ u * > - i - * ) - i - < 1 H - 1 • 2 ' 4 

_ h , ; 7 y _ ;1/ _ i - ^ ;u ) f 5 y - 2 - * - h . (2 

R, 3R) - 2- (2, 4-^^ao7*-^) - 3 - 

2Q ( 4 _y^u>t°^U^>-l-^^) -1- ( 1 H - 

^ = ^ _ ;l/ _ i - >f ;U ) y^>-2-*-^> ( 2 S , 
3S) - 2- (2, 4-^^dd7x->'U) - 3- (4 

- > f- U y t: ^ U 5* > - 1 - ^ ^ ) -1- ( 1 H - << 5 
^, / _ jrt /_l-W^)y^>-2-*-^. C 2 R S , 

25 3RS)-2-(2.4-^^oo7*-^)-3- 

( 4 - y f- 1/ > k' ^ U > - 1 " ^ ^ ) -1- (1H- 
4 c ^ */ _ ji - l - >f )V ) y^>-2-*-^^ (2R, 
3R) - 2- (2, 4 - * 7 * * n 7 * - ^ ) "3- 



WO 94/26734 

( 

( 4 - jl =5- y 7 y t° ^ u 

-1, 2, 4 — h U 7 V — 

^--;U. ( 2 S , 3S-2 

^ ;U ) - 3- ( 4 - x 'J 
5 -1-C1H-1.2.4 

zf?y-2-*-)\<> (2 

4 - 5> 7 )\> * a 7 * — ^ ) 

•j *> > - i - >r ^ ) - i - 
v - ;u - l - -f ^ ) ^ * > 

10 - 2 - ( 2 , 4 - i? 7 & * 

d b' 'J f > f ij *j y - 1 

2 , 4 — h ij 7 '/ - ^ ~ 1 

( 2 S , 3 S ) - 2 - ( 2 

-3 - ( 4 - ^ □ b° 'J f > 

15 - (lH-l,2,4-h 

> - 2 - * - . (2RS 

i?7^*D7xi^) ~ 3 

V y - 1 - -f ^ ) -1- ( 

- ;b - l - ;u ) -J 9 y - 

20 - 2 - ( 2 , 4 - 5> 7 ;b * 

- ^ f U r > f ^ 'J 5* > - 
2 , 4 - h U T V - A- - 1 
( 2 S , 3 S) - 2 - (2 
-3 - ( 4 - n - y f 'J f 

25 1-C1H-1.2.4- 

^>-2-*-^n (2R 

- s; 7 JI/ * a 7 x - ^ ) - 
< >J 5J > - 1 - ^ ^ ) - 1 



PCT/JP94/00737 

7 ) 

> - l - -< ;u ) -1- (1H 
;U - 1 - ;U ) 7 * > - 2 - 





( 2 , 


4 — 


i? 


7 








> h° ^ 


y 


y 












h U 7 


v* — 


)V 








>f ;u ) 


R 


S , 3 


R S 


) 




2 




( 2 , 


— 


3 - ( 


4 - 


X- 


f" 


•J 


■T 


> t° ^ 


( 


1 H - 


1 , 


2 




4 




h y T 


— 


2 - * 


- )l 




( 


2 


R 


, 3 R ) 


a 


7 x - 


Jl> ) 




3 




( 


4-7 


— 


^ Jl ) 


- 1 




( 


1 


H 


- 1 , 


— 


;u ) 


7- * 






2 




* - Jl > 




4-5? 


•7 Jl 




a 






- ;p ) 




^ y 


y — 


1 






Jl ) - 1 


U 


T "/ — 


)i - 


1 






;u ) 7 * 




3 R S ) - 


2 




( 2 


, 4 - 


- 


( 4 - 


7 a 


t" 


U 






t* ^ y 


1 


H - 1 


, 2 




4 




h 


y r v* 


2 


- * - 




( 


2 


R 




3 R ) 


a 


7 x — 


* ) 




3 




( 


4 - n 


1 


- ;u ) - 


1 




( 


1 


H - 1 , 




w ^ ) 


7 * 


> 




2 




* - . 




4 - v> 


7 )V * 


a 


7 


-X. 


- ;u ) 


y 


t* ^ y 


-J y 




1 






;u ) - 


h 


y r */ 


- ji 




1 




>f 


;u ) 7 


s 


, 3 R 


s ) 




2 




( 


2 , 4 


3 


- ( 4 


— n 








U 


t* > e 




( 1 H 


- 1 




2 




4 


- b y 



PCT/JP94/00737 

WO 94/26734 

( 8 ) 

T y-;l,-l->r*)7*>-2-;*-<«'^ ( 2 R . 3 
R) _ 2 - (2, 4-^7';l/*D7*-;b) - 3- (4 
-n-'^f'Jr^t^'J •^-l-Ol') -1- (1 
H - 1 . 2, 4-MJ7'/-A-l-0) 7 * > - 2 
5 - * - ;U . ( 2 S , 3 S ) - 2 - ( 2 , 4 - * 7 * * n 
T7 * ^ * ) - 3- ( 4 - n - ^ > f U f > k° ^ 'J ^ > " 
1->T^)-1-(1H-1, 2, 4 - h U T V - * - 
l-^;l0 7*>-2-*-^s ( 2 R S , 3RS)- 
2 - (2,.4-^7;^o7 s -^) - 3- ( 4 - n - 
10 ^ > f- 'J > f ^ U * > - 1 - * * ) "I" ( 1 H - 1 , 
2> 4 _ h .j 7 >/ - ;b - 1 - ^ ) y^y-2-*-^ 
( 2 R , 3R) - 2- (2, 4-S?7^*n7i-^) 
_ 3 _ (4- n -/v+i/U-r>t°^Uv>-l-^ ;L/ ) 
-1- ( 1 H - 1 , 2, 4 - h U T V - to - 1 ~ -< ^ ) 
15 7*>-2-*-^> (2S, 3 S ) - 2 - ( 2 , 4- 
7 ;U * u 7 x - ^ ) - 3- (4-n-^*2/Uf f >tT 
^ ij > - 1 - -Y * ) - 1 - ( 1 H - 1 , 2 , 4 - h U 
7v r_;U_l-^;l0 7*>-2-*-;l'. (2RS, 
3RS) - 2- (2, 4 - 5> 7 ;U * n 7 ^ - Jl> ) - 3 - 
20 ( 4 - n - ^ + ■> 'J r > f ^ 'J ^ > - 1 - ^ ) - 1 ~ 
( 1 H _ ! , 2 , 4 - h U T '/ - ^ - 1 ~ ^ ^ ) ^ * > 
_ 2 _ * _ ( 2 R , 3 R ) - 2 - ( 2 , 4 - 5? 7 Jl 

* d 7 x - ;u ) - 3- (4-^D^of;uf 

>j > - 1 - >f ;U ) - 1 - ( 1 H - 1 , 2 , 4 - h U 

2 . 7 y _ )V _ i - 4 ,U ) y * > - 2 - * - * . ( 2 S , 3 

S ) _ 2 - (2, 4-^7^*071-^) - 3- (4 

-•>^a^ah°;l/>f-U>h°^ l J^>-l-^^) -1 

- ( 1 H - 1 , 2, 4-MJ77-*-l-0) "7* ^ 



PCT/JP94/00737 

WO 94/26734 

(9) 

y _ 2 - * - JV . (2RS, 3RS) — 2 — (2, 4 - 

s;7>u*D7*-*) - 3 - ( 4 - ^> * n 7 n b' * * f- 

u > u s> > - i - ^ * ) - i - < 1 H - 1 • 2 ' 4 
_ h u 7 y _ ;l/ _ i - >f ;u ) f 9 y - 2 - * - * > (2 

5 r, 3R)-2-C2.4-5?7^*D7*-^)-3 
_ (4 _.>?p^*->;l,y^l/>t 0 ^D v 5 > - 1 - 4 ^ ) 
- 1 - ( 1 H - 1 . 2 . 4 - h U T •/ - * - 1 - ^ to ) 
7^>-2-*-*. ( 2 S , 3 S ) - 2 - ( 2 , 4- 
7 * * n 7 x ^ * ) - 3- (4-^^*">^^ 

10 u > h° ^ u * > - i - -r * ) - i - ( i h - l . 2 , 4 

_ h ,j 7 y _ ji - i - >f * ) 7 * > - 2 - * - to . (2 
R S , 3 R S ) - 2- (2, 4-3>7**D7x-*) 
_ 3 _ ( 4 _v/^P^+^^^^ u>t °^ ,J 5^ > - ' 1 _ 
-f ;U ) - 1 - ( 1 H - 1 . 2 , 4-hUT!/-*-l- 
15 -f*) ^>-2-*-*^ C 2 R . 3 R ) - 2 - ( 2 , 
4 - 5? 7**07*-*) - 3 - t 4 - « > i> V * > * 
^ U > - 1 - * ) - 1 - ( 1 H - 1 , 2 , 4 - h U 
T !/ - * - 1 - * * ) ^^>-2-*~*. ( 2 S , 3 
s ) - 2- (2, 4-5>7A*o7*i * ) - 3- (4 
20 - K > U > tf ^ U 5? > - 1 - -f * ) - 1 - C 1 H - 
x 2 , 4 — |- ij 7 '/ - ;P - 1 — * ) 7 * > - 2 - * 
- * . (2RS, 3 R S ) - 2 - ( 2 . 4 - * 7 * * a 
7 x - * ) - 3 - (4-'<>^JT>tX>j-;>-l- 
**)-l-(lH-l. 2, 4 - h U T V - * - 1 - 
25 ^*)7?>-2-*-*. (2R,3R)-2-(2 
4 _ s; 7 * * a 7 x - * ) - 3- ( 4 - ^ V 7° a h" 'J f 
> b' ^ U * > " 1 " 4 to ) - 1 - ( 1 H - 1 , 2 , 4 - 
h x) 7 V - * ~ 1 ~ ^ A, ) 7* * > - 2 - * - * , ( 2 S 



PCT/JP94/00737 

WO 94/26734 

( 10 ) 

3S) - 2 - (2, 4-~J7to*v7 3- — - 3- 

( 4 - >r v 7 d t° u -r > tr ^ y > - i - ) - i - 

( 1 H - 1 . 2, 4-MJ7 , /-*-l-U) 7 * > 

- 2 - * - ^ . ( 2 R S , 3 R S ) - 2 - ( 2 , 4 - i* 

5 7 ;u * d 7 x - * ) - 3 - ( 4 - -f v a tr y -r > tJ * 

us?> -l->r>P)-l-(lH-l. 2 , 4 - h U T 

_ , U _ i - jl ) 7*>-2-*-*. ( 2 R . 3R) 

-2 - (2, 4-i;^;b*a7i — ;U) - 3- ( 4 - 5* 

7 x - to y ^ i/ > e ^ u ? > - i - * > ~ 1 ~ (1H 

lQ _ i , 2 , 4 - h U T V - * - 1 - 4 to ) 7 * > - 2 - 

* - /U . ( 2 S , 3 S ) - 2 - ( 2 , 4 - 'J ? to * o 7 

* - ;l/ ) - 3 - (4-^x^;^^>b^'J-;>- 
1-4;U)-1-(1H-1. 2, 4 - h U T '/ - to - 
\-4A,)79y-2-*-to^ C 2 R S , 3 R S ) - 

15 2 - (2, 4 - V 7 to * a 7 ^ - ^ ) - 3- ( 4 - v 7 

^ ^ ;i/ y ^ > tr ^ y > - i - -< ^ ) - i - c i h - 

x 2. 4-h , )TV-to-l-Jto)zf?>-2-* 

-to, ( 2 R . 3 R ) ~ 2 - ( 2 , 4-s;7^*a7* 

- Jl ) - 3- ( 4 - ^ a ^ ^ 'J f ^ k" < 'J > - 1 - 

20 — 1— ( 1 H — 1 , 2 . 4 - h y 7 v* - * - 1 - >f 

;l,)^^>-2-^-^. ( 2 S , 3 S ) - 2 - ( 2 , 

4 - i? 7 to * a 7 - to) - 3 - ( 4 - 7° a ^ - 'J ? > 

e^y^>-i--f*)-i-(iH-i. 2, 4 - h 

g 7 _ , u _ i - >f ,t, ) y^>-2-*-^^ ( 2 R S , 
25 3RS)-2-(2.4-5?7;U*D7*-^)-3- 

( 4 - -r o ^ - y t* y tr ^ y : s > - 1 - * ^ ) - 1 - 
( x H _ ! t 2 , 4 - h y r v* - * - i - ^ ;U ) 7 ' * > 

- 2 - * - * * C 2 R . 3 R ) - 2 - ( 2 . 4 - 5> 7 /U 



PCT/JP94/00737 

WO 94/26734 

( 11 ) 

# a 7 * - * ) - 3 - ( 4 - 7 a f - U * > « U * > 

_1-^;U)-1-(1H-1, 2 . 4 - h U T 7 - * 

- 1 - -f A- ) y^>-2-*-^. C2S, 3 S ) - 2 
_ (2> 4 _ 7 n, * a 7 * - A ) - 3- ( 4 - 7 o t° 

5 - y -r > t* ^ y 'J y - l - 4 *> ) - i - ( l h - l . 2, 

(2RS, 3RS) - 2- (2, 4-5?7/U*d7*- 

;l/ ) _ 3 - ( 4 - 7 a t° - U 7 s > h° ^ U 5> > - 1 - 4 ) 

-1- ( 1 H - 1 , 2, 4 - b 'i 7 7 - A - 1 - ^ ) 

0 7*>-2-*-^> (2R, 3 R ) - 2 - ( 2 , 4 - 
^ 7 A * n 7 * ^ A ) - 3- (3-^f-l>>t°^yv> 

-l-O) "I" (1H-1, 2 , 4 - h y T 7 - A 

- l - ^ A ) y^>-2-*-^> ( 2 S , 3 S ) - 2 

- (2, 4-5?-7A>*-n7i-AO - 3- ( 3 - * U 
15 >t^'J^>-l-^M -1- (1H-1, 2, 4- 

h u 7 y _ ;U _ i - >f A ) y^>-2-*-^^ C 2 R 
S, 3 R S ) - 2- (2, 4-^7/U*D7x-^) - 
3 _ (3-^fl/>e^'jy>-l-^^) -1- (1 
H _ 1 , 2, 4-byr7-A-l-^A)7^>-2 

2Q _ * _ , b , (2R. 3 R ) - 2 - ( 2 , 4 - 3> 7 * * a 

x }l/ ) - 3 - ( 3 - * f" U > t° a 'J 5> > - 1 - W ^ ) 
_ ! _ ( 1 H - 1 . 2 , 4 - h 'J 7 7 - A* - 1 - >f ^ ) 
7^>-2-^-^. ( 2 S , 3 S ) - 2 - C 2 . 4- 
^ 7 Jl/ t o 7 a. — A ) - 3- ( 3 - y *■ 1/ > f n -J S> > 

25 _ x _ ^ A ) - 1 - ( 1 H - 1 , 2 . 4 - h >J T 7 - ^ 
_ x _ ^ ;l/ ) y^>-2-*-^> J; ( 2 R S , 3 
RS) - 2- (2, 4 - 5? 1 A * u 7 x - A ) - 3- 
( 3 _ y f 1/ > t° o 'J > - 1 - -f ^ ) -1- (1H- 



( 12 ) 



1 2, 4-bUTV*-^-l-^^) :/ ^ >_2 " _;t 
- ;U > t£ t' i)< to if 6 ft S o 

- $ 5£ (I) T?3l*n4*»>!ift^«lBaTi:StS 



CH 2 " 



0 

I 

Ar 
(ID 



(CH 2 ) m 



(CH 2 ) n 



(HI) 



CH-CH 3 



*2 



( ± 12 s; * - 



I N 

CH 2 - 



OH CH 3 
l' 1 
C - CH - 
l *2 
Ar 

(I) 

2 



/(CH 2 ) m 
N 

X (CH 2 ) n 



X & n (i fu 



r x R n R 

tttfct, - ft£ 5£ (i i) ti^n^x^ + Ht^i 
t — # 5$; (i i i) f n$ n« 7 ; >r*#*ris* 
s c £ k (i) T-^$na<b^^{c^<ci 

-e # s o - m a (i i ) -c * * *i * 1 * * "> ^ ° * l * 

#^sp2-l 9 1 2 6 2 ^ & « « <t* K K tt 3 ft T * 



N 

N OH CH3 
CH 2 ~ C - CH - 
Ar 



(IV) 



PCT/JP94/00737 



^3kznz<t&®z%i&&&TK3:R* so 2 - o- s 
o 2 r 3 * ii R 3 so 2 - z ca + , R 3 attar* 

lb £ $1 ( V ) : 



T ? H ? H3 . (V) 



. N 

M II 

III o 

CH 2 -c-CH-oso 2 R 3 

Ar 

£ x_ x : ti 1^ S ^ R ^ * ^ l^<t ^ ^ ^ o 

- ft 5£ (I I I) T?8*nSTi^l#B&tt<06 
fttt ( fc i * tf Chem. Pharm. Bui 1. 4 1 CM) 1 9 7 1 — 1 9 8 6 
( 1 9 9 3 ) ) Ci^ *5 ^tt*581BO#*WKE«* ft 

fx . T ^ > m m (* *< & * fx E © IK £ © it © t* * ^ « 
tK ft <b * h U •> a fx £ © * ftl & * * * ^ » ^ u a. f- ;u t 
$>fx^©W«^*t?*t,^i:*!>> *s^«K(Btt*-c 

# ft l ;i f£ © t ^ >£LT^ffl$n^o 
r & i± m # . **fc«w«J*i«**^ 

fcUI^^-K'i^-^ n - ^ o / W - * . 
4 V ^ o /W - . n-ffiJ-fr* tert-y^y 
_ ;u N i f U > ^* 'J a — ;U ^ 7 n h° U > U ^ ~ * ^ ^ 

ij -t? >j y £ fc ti y f- ;u -fe * v >\> 1 fx £ © 7 * =1 - * ® - 



PCT7JP94/00737 

WO 94/26734 

( 14 ) 

> tt t' (D x. - 7- )\> 3S n N , N — v 5 ^ f ;l< * Jl/ A 7 ^ K * 
tt N , N — v 5 ^ f 7 t ^ K ft if O T ^ K ® > 5* 

^ f- ;u x ;b * * •> Mi if ^ # S t i S ^ li I a S i t T 

i ± is s m & & ^ r t* > w«»*s©*«k*t>- r fs m 

K 1 ~8 0 v / v % © 7K £ ^ * ^ & £ ^ fft P3 7t xi fr 
i- £ o 

Rj6** + ©*Sl»o«ffl***- ft £ CI I) 

lti~2 os*^©ft6* c 1 1 1 > * & & ° 

3 RJ6flKliIfi~2 0 Ot, ff* L < 14 5 0 - 1 5 0 
°C T? *> S o RJ6NrWttll^lffl~7 2 H# M r- *> * o 

S)S^7t, ^ & £ ® * L W II £ * t* ? n v b 7 

5 _ m & ( i ) m. $ n s * is bjj ft & w « # s ft t t . 

gli L tt§$tl5JI> £ *M S£ . 15ft & . 58 ®? > 

j» 8£ 4 fc I* ft ft * * K ft £ i ® » flfe % . 7 v )l m „ v 
b ^ > i? . U > =* ft , * x > It * 

x ;u * > 8? 4 54 h ^ x > * ;U * ^ * tt ^ ^ ® W ^ K * 
jo t -t %> z. t i>< T- # £ o 

± IB - ^ * (I) T**n**»«ftftl!B 

tiiRaiSttC-o^ t.JE^io ft& - E4T©tt«l-ffi^"*" 

i . « /j> m w pi it * « (mi c ) © ftij £ 

25 # > V • 7 ^ t" ii y * ( C a n d i d a albicans ATCC-1 02 

59) KoOTB^«7;;l»i ( S A A M F i§ *fc ) * 
ffll^&#^ife^^i*K£^&^ft£^® M 1 C ^ ffl ' J ^ 



PCT/JP94/00737 

WO 94/26734 

( 15 ) 

m m St 1 x 1 0 3 ce 1 ls/ml ictt&cfc?!- ftHL 
/cSAAMFigife300^l£*n*.. 3 5 X> T- 2 B IB « 

* ft . ft **®**«***>° 

r m i c t t * o *>^«T*toxanci^ 

mi c £ h ss t o -r tt *> *> ? * * ^ * * * * ,:/ K K m 

m L T 1 Omg/ml©«Kl=tt**^«=««^^** 
« M » ft * . j;yf.)U*****K-Ty3&fc2fttt»* 
L fc fc 0 . lml^MS^^-H-i^^^^ 0 -^ 
1Q ^ *g ifc 9 . 9ml*HPiL*»C»«It««UBJP¥«*^ 
J o 6 ce 1 1 s/m 1 C»«U«#»»5 

^ ft 8 L *: „ T * • 7 i # * X (Aspergillus 

fumigatus N I — 5561) t^UT/hn***-***^ 
15 > X (Crypt ococcus neof organs N 1 — 7496) U 3 0 °C T? 4 

8 * m . h.j=77>fh>-y>^^°^^^^( Trichop 

hyton mentagrophytes KD-fll) <i 3 0 °C TP 7 0 M« ft ft . 

C £ L fc „ a&«)«H«U*t, Jfc « *t IS <fc £ 
20 i L T ? n b U "7 V* - ^ «k Cf 7 ;l/ 3 x/ ~ ;l/ * ffl VWc ° 

m £ mJ% 

C a nd i d a a 1 b i c a n s ATCC 1 0 2 5 9 C. a. 

Cryptococcus n e o f o r m a n s N I - 7 4 9 6 Cr.n. 

25 Aspergillus f u m i g a t u s N I - 5 5 6 1 A. f . 

Trichophyton m e n t a g r o p h y t e s KD-01 T. m. 

iKmmti ( * /h « w pi ±m&m i c ) £ ^ -r o 



WO 94/26734 



( 16 ) 



PCT/JP94/00737 







(MIC ( U g/ml) 






t£ 


g$ m 




( M M #J # ) 








C a 


Cr.n. 


A.f . 


T.m. 


l 


< 0.025 


0.05 


0.05 


0.39 


2 


< 0.025 


0.1 


0.1 


0.39 


3 


0.39 


0.78 


> 100 


50 


4 


< 0.025 


< 0.025 


0.05 


< 0.025 


5 


< 0.025 


0.025 


0.05 


0.1 


6 


< 0.0125 


0.2 


6.25 


3.13 


7 


0.025 


0.05 


0.39 


0.39 


8 


< 0.025 


0.1 


0.2 


0.78 


1 0 


< 0.025 


0.025 


0.1 


0.39 


1 2 


< 0.025 


0.1 


0.2 


0.78 


1 3 


0.1 


0.39 


0.78 


1.56 


1 4 


< 0.025 


0.39 


0.39 


0.78 




0.025 


0.2 


0.78 


0.39 




0.39 


12.5 


> 100 


> 100 




PCT/JP94/00737 

WO 94/26734 

( 17 ) 

a ± © tt * * & . < 1 > -c»*n***iB©fl: 

^ a > i & »■ » ** ss a * < R • R } * 

5 £ tz . ? d h U v V - ^ is <fc 7 ;u 3 ^ -/ - ;u t © It 

; > *< £ L fc ft £ #f *< . *<-<*K^iStt**^- 
t i)< t> ir> 5 o 
2 . A 3fe ft ^ M 
10 (l)****^*®**^*'-****'*** 

Hartley 3& J8tt * ^ * * 1* ( S 4 0 0 - 5 0 0 g) 

L rt: o h U =» 7 4 ^ > " * >^?*o^>r r X (Ti i chop 
hyton mentagrophytes KD-04) © * » £ * # » « 

TL. ^7X#T?I»)ji*iiftMfco tt 1Mb £ <8J 1* # 
ijxfl/vy i J3-*400-iM-1' C 7 5 : 2 5 ) 

15J i o Bf B 1> 0. 2ml££#?&ftLfco£tefe*2 
20 Sti:lfe^i-r^i^-egfL>i^SK(4A^10 

f^lLtc » *J * tt & 5£ J: 5 » . tb L * o 

«i n m c % ) 

= (l-M»tt«B«M-»/^«a«M-») xi 00 
!/ - ;u * ffl ^ o 



PCT/JP94/00737 



( 2 ) * ^ 
Hartley 3fc W. 

<d *g m> (o & m (o 

da albicans KC 
s / m 1 ) <0 0 
& *) & * & 5(S $ 
a > 3 0 m g / 
4 B & T S 

a - )l 4 0 0 - 

S <k -5 ^ » » 
0 . 2 m 1 £• ^ 
- t- ^ » B£ * 
£ «9 th t . # 

) _h Tf 7 S H 
» iH L t o ^ © 
a h U v V - ^ 





2 






(%) 






0 






0 






98 


9 a h U -7 V - 




20 


* >y h fit Jff * > 


y fig 


; & * -f 1 ;u 



-3 6 
. 1 

k g 
^ L 

L . 



) BS 
m 1 



o 

y - 

ft t 

. m 

V G 
[ 



ii y v y 

£ & M 35 
% * g © 
% 1 0 fi 
& Sfc it & 
;u ( 7 5 

2 B @ ^ 

tz 0 mm 

Sfe SB fit 
S i§ % ^ 
o «I * 

3 ^ -r 



£ 4 0 0 
. r ;w f 
(5x1 
{c j£ T L 
-T 5 tz 

m a # v 

: 2 5 ) 
t> 1 B 1 
« 2 B 

■ & i o m 
m ( ^ w 
» ft] ta t 

o MM it 



-50 

# > x 

0 7 c 

> # V 

-f V 
B *> «fc 
x. *j- U 

[C 1 % 

@ x 3 

m fb 

© & 0 
ft ^ ft 
p] ^ © 



0 g ) 
(C a n d i 
e 1 1 

x m T- 

K - V 

J£ 
> U 
Sit 

b m x 

425 * ^ 

ffl Ift >T* 

^ ^ *t 

t T ^ 



m T & 1 



PCT/JP94/00737 

WO 94/26734 

( 19 ) 



m 3 


n 


UPM^ (%) 




4 




8 




98 




96 



a ± i . 2 © i* ft * * * » B ^ ft ° » fi * 15 H T 1 ^ ° * 

5ii^©I CR8££v*x*<£ffiL. g * W 1 © ft * 
fc*#'jif U>^'J n - ;U 2 0 Olc*»L*T*!.fctf 
g □ « ^ L o IS 1 t 4 i: * t o 



a 4 









en 


lOOOmg/kg 


0/3 


0/3 


500mg/kg 


0/3 


0/3 


250mg/kg 


0/3 




1 25mg/kg 


0/3 





10 % x. e> ft s o _ 



PCT/JP94/00737 

WO 94/26734 

( 20 ) 

k *> ^ x . t < k * > * ^ iu h u 3 7 >f b y m x 5 ^ 
d x 5 a « ^ i f f ;k 7 ^ b > Jl > v^-fev'TM. 
? .j ^ F n 7 * x • * t 7 t ;b 7 > x , T x « ;i> ¥ 7 

x h^^X^Mtfctt^^x b ;t x 1 © 1 I i: ^ i 

- « 35; (i) t^na^woi^l**^^^^ 
*stfc*B an* ft - ,±B * 

K m * -t S - i * * ° * fc - ^SlCJtStTfflKO**] 

^ i ^ $ t t J; ^ o 

* « . bs & * #j . im> m n . nnn z v>m 

* u a #j tt * jw tt a * m ^ x m « -r * z. t *< x * . w 

L^tt«t*o. * * as -e * * o a 

^ o 



PCT/JP94/00737 

WO 94/26734 

( 21 ) 

13. 3 i>< . ^AlH*/c^W^fiK^itTl 0 m g ~ 1 0 
g. JfiL<li50mg~5gl«t*^ S * # ft t 

l t » ± e i b * * o © « * * * 1 0 f<£ VN L tt 0 {c ** {t 
r a 4- 1 z o 

^ $ n 3 © T? I* ^ a 

*s „ 1 H - N M R X ^ * h ;U li fi * o D * ^ A ( c 

dc i 3 ) mm*. rts?iiiLtfh7yf;^>7> 
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4. 64 (2H, s) . 4. 80 (IB, d, J = 15Hz) . 

4. 89 (1 H, d. J = 1 5 H z ) . 5 . 4 7 ( 1 H , b r s ) „ 
25 6.7 - 6.8 ( 2 H, m) . 7.5 -7.6 (1H, m ) . 

7 . 7 9 ( 1 H, s ) x 8.02 ( 1 H. s) 

( 2 S , 3 S ) - 2- (2, 4 - i? 7 ;U * a 7 * - * ) 
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( 1 H - 1 , 2 . 4-h'J7'/-*-l"^) ^ ^ > 
- 2 - * - ^ 

(2R, 3 S ) - 2- (2, 4-* 7***7*-*) 
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HPLC :^itlHI^ + -y->/'<^^ Dt ° ;U7;L ' :3 
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t,i^4 9. 0g(126mmol)£&*irh-7t 
KD75>100mlK»»L. * # T > ^ * * U * * 

i? ;U - 4 - t° ^ D K > 0 i * r h 5 t Kn75>*»* 
* # T *ti T L . 1 5^IBHliifl«Lfco RJ6«f«*»« 

fc o W $ « £ * > ft frt. M * K ^ ^ * 

-|;#L, RKJE.f-^-^**> U : 100-3 : 1 
0 0) -C?§tiiLTl-^>^^-4-^>^U^>t ,> '< 

■J v? > 2 2 . 6 g £ rt: o 
15 lH-NMRX^^h^(CDCl 3 )<5ppm: 

2.4 - 2. 5 ( 4 H . m) . 2.5 -2.6 (4H, ■) > 

3. 52 (2H, iK 6. 27 (1H, s) „ 7.1 -7.4 (10H, m) 

( 2 ) i - k > s; ;w - 4 - ^ > ^ u 7 s > t° ^ u s> > 2 4 

6g (96mmol)^v ? ^DUi^>200ml^r§ 
20 * L . * » T . *Dn**l-*nDif->Ull. 1 m 
1 (i02mmol)**TLfcoR*ft*30»*D* 
S tt L . * O * a « "C 1 . 5 * M * # L *: „ metm 
^±UR(c;iHOiiili:ilSiL, y ? y - ;u 2 0 

o m i £ 2n *. i 2 ^? jd » as ^ t fc o ^^^mets* 

25 LTX.t>n^^S^I^>rv^nb o ^i--r^l0 0ml 
*UDiLtti81ftI*»KL>^«S<b^'»l8. 6 g £ * 0 

l H _ NMRx ^^h^ (CDClj ) <5ppm: 
2. 74 (2H, t, J = 6Hs) . 2. 84 (2H, t, J = 6Hz)^ 
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3. 18 ( 2 H, brsK 3. 31 (2H, brsK 6. 47 (1H. s) „ 
7.1 —7.4 (5H. m) . 9. 8 (2H, b r s) 

# m m 2 

4 - y 7 * ^ )i t ? U > t° < v ; J y <z> & 

5 (i)>f 7 - >* i *' ;l ' x *^ ;l ' 102g(65 
Ommo 1) 4J?**t>100mli:lll> * # T 
t _ y h + -> v? # ;l/ /< ^ - h 2 1 3 g (974mmol) 
^D^l 5 * IH « # L o . M^KT^ U 1 " 
t _ y h * is t, ji # - ;b - 4 - i h * •> ?7 ;l> - ^ f ^ 
10 ij 2 3 4 g * x. o 

! H-NMRX^^ h ^ (CDC 1 3 ) (5 p P m : 
1 . 2 7 ( 3 H , t, J = 7 H z ) > 1.46 (9H, s) „ 
1.6 - 1. 7 (2 H, m) , 1.8 — 1 . 9 ( 2 H . m ) > 
2.3 - 2. 5 UH. ■) . 2.8 -2.9 (2H, m) . 
15 3.7-4.0 (2H, m) „ 4.14 ( 2 H. q, J = 7Hi) 

c 2 ) t >i * y % m t > i- t -^h + *>*^#-^- 

4 - i Ki/ijib^-JH'^'J >?>2 6. 4 g (72m 
mo 1) *«*f h7tKo77>100mli:*^U 

* T 2 m o 1 / m 1 7 x ^ /U * v ^ A 7 o >f K 
20 l08mlt*TLT2B»affLfc.R»***»* 

ift 7 >*--)i*«2 0 Om K jftKi*-^ 2 0 0m 

i ♦ i= a * . wii^ffiuco w^b^tk. ssfo^^ 

7K T- ft # L . i*Iiv^^^AT^iL/:o & * 
MET®*L. i- t -7h*i< (t 

25 k a * > ^ ^ ^ - ;u ) ^ f- * t° ^ u v y 3 4 . 7 g £ x. 

tZ o 

1 H-NMRX^^h^(CDCl 3 ) 5ppm: 
1. 2 (4H, a.) . 1.42 (9H, sK 2.5 -2.7 (3H, n) > 
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4.1 - 4 . 2 ( 2 H, m) . 7.2 — 7 . 5 ( 1 0 H , m) 
(3) 1-t-Zfh* is - ( k K n * -> 

& 7 i =. ) y f ;b f ^ 'J V s > 2 0 g ( 5 4 m m o I ) 
*7*y-^12. 8 g . 4 8%Ift*t*2 10ml 

5 ic # L . 1 4 0 °C t? 5 B# ffi . £ fi T? 1 5 ^ @ JK # L fc « 

* a m l * o tt»Ks?if-A,i-^*. * m it * y * a 

»Ml*«ffTSiLx *fift^»6. 1 g * x. * o 
10 lH-NMR^^^H^(CDCl 3 )6ppm: 
2. 0 (1H, b r s) > 2. 32 (4H, t, J = 6HzK 
2. 91 (4H, t. J = 6 H z ) . 7.1 -7.3 (10H, m) 

3 

4 - ^ a ^ — 'J f > 'J v?>^fift^©^fiE 

15 ( i ) 7 ;^>M«T^ n ft T U * h U 7 * - * * * * 

^ ^ A 2 . 9g(7. 5mmol) 3 £r*K2K7 1 b5kKn 
7^10^11:111^ * # T , 7 * * 'J * * * 4 . 
3m.l*ITlfc.««T?30»llff», 1 - * > * * 
- 4 - h° ^ 'J K>lg (5. 3mmo 1) ®i*r f 7 
2 o t Ko75>*ft**»T*TL. a a t? 1 5 * M « # 

t * • R«»«*»at. a**:*****- 7* * tjo * 

T * & ft * tt « «J * '> ^ * ^ ;U 4 0 g * ffl l ' * * 5 A * 

1-1 : 3) T-^mLTl-^>^^-4--/ah°UT ? 
I/ f/^ijv?>2 0 0mg&*-fco 

iH-NMRX^^h^CCDClg) 5ppm: 
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2.2 - 2. 3 (2H, ■) > 2.4 -2.5 (6H, m) . 
3. 50 (2H, sK 4.98 (1H, d, J = 10H:) > 

5. 11 (1H, d, J=17Hz) . 5. 82 (1 H, d, J = 11H:) . 

6. 5 - 6. 6 (1 H, m) > 7.2 -7.3 (5H, n) 

( 2 ) l-^V^b-4-^nh''Jf>hX>j^4. 
5g (21mmol)*^^Dax^>20mllw*3^ 
L * # T . ?nn^g£l-?nax?-;U2. 8ml 
( 2 5 m m o 1) * * T L o R J6 « * S 1 ^ 3 0 » IB 
& W L . * © '<£ 3 0 ^ JO i S Ml o 
, iLTR)6*tlOmli:l«U y > ; - * 6 0 m 1 

a -ffc ^ «5 3 . 7 g £ X- o 

J H-NMRX^^ h ^ (CDC 1 j ) 5 p P m : 
2.3 - 3. 0 (4H, m) > 3.0 -3.6 (4H, n) „ 
5 4. 7 - 6. 3 (4H, m) 

m m m i « 

m 1 tS^Lx :nc^lWl«ft^*^ (2R..3R) 
-2 - (2, 4-i?7;l'tn7i-^) - 3- C 4 - / 
:0 fi/>^-j-r/-l-U) -1- (1H-1, 2, 

ZtoX-tmfrLKo S&Cx^-*fi:T4ttlOO 
IS} #J 0>J 2 tfc * #J 

t* * > 5 0 g**»±CT8 otC«^* , &*^^ 
(2R, 3R) - 2- (2, 
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4 _ -j ? ji * a 7 i - )V ) - 3- (4-y^l^>t°^U 
v?>— -1— (1H— 1, 2 , 4 - h U T V 

- A, - l - W ;lO 7 * > - 2 - t - ^ 5 g *tox.T8fr 
L t o — # > /<7**f SISS^^l 2 K * * *n z. 
5 8 or(c;!rafiLTig^Lfctt£M&©«K&*KJJD*-il 
^ L f: o ^9*ftf itttftLfc, 
S! #J 0>J 3 7 U - A 3] 

S fe «7 -fe U >i 5 g > &fE W 5 "7 >r > 2 0 0 g . X 7" 
T ij ;u y ;U 3 - ;l/ 5 0 g . * 7 7. -r 7 U > 7* U -fe U > 

10 4 0 g ^ "7* n t" U > ? U =» ~ ^ 1 4 5 g & <fc >* 5 * * 
-> $ 1 i i ^ o f ;H g «fc 0 6 iH £ 435 * # ± T* 8 0 
X, K & % ft & & ?g m L . o^-eH»Wl©^^«lN (2 
R, 3 R ) - 2 - ( 2 , 4 - 7 /I" d 7 a - ^ ) - 3 
_ (4-y^u>t°<>J> ? >-l--i'^) -1- (1H 

15 -1, 2, 4-h'J7V-;l'-l--<>>l')7 > ^>-2- 
0 g*»n*.T»^L> $ £ K 4 0 g © X 7- 7 »J 
>M#>J**s/4 0 *» «k 1 b<d 

f Ai:«||* 4 9 8 g*»iN 8 0 t I: JD L T ^ )^ L 
fc«*HD^fcOtS»«tf Lfc, # iP * * ffl ^ 

2 o t^aLft^&itsfesii^^a^L, 7 u - a 

M t L T & L o 

o t > - « :£ (i) T?«sn*#$fci!Mfc£ft* : fca&j£a- 

25 £ f * ft M M M it . k h.*itf»ft©IiS§i:WL, 

k'^Jfcitfliffl^A t* #J * £* t L T t> *f fli 7? * £ o 
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7* L . nliHfcli24/TL. X it S * * 
H £ * L > * 1 . *2 
4t ^ * /: li ^ © i W ^ ° 
*2©*5GS*©»**Efi* < < R • R) T * * 

*2©*££t*©*&*tieB*' < ( R - R) T * 
; (I) -ef|3nsffc£&i*fcte*®S*tf* D * fi 

i % 1 3g ! H « © £ ^ * fcii*©»ftHa4So 

;HT-*5»*oisa^^> m 2 tz am 
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2 _ (2, 4 - 7 n 7 * - ^ ) - 3- ( 4 - ^ 

f- ix y tr < u ^ y - i - -< * ) - i- ( l h — l , 2, 
tt * © R t* Jtra o 

3 ft ^ ® #J o 

9 j33fc©|gH#3£&tt©ft£1&£*:tt*©B*ttJin*S 
& W fi£ # <t Lttf t5fiII»J. 
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